IMPORTANCE OF APOPTOSIS MARKERS (MDM2, BCL-2 AND Bax) IN BENIGN PROSTATIC HYPERPLASIA AND PROSTATE CANCER.
MDM2, Bcl-2 and Bax are well recognized markers of apoptosis. The goal of the current study was evaluation of the activity of these markers in different cells of BPH, PCa and hormonally treated prostate cancer (CRPCa) tissues. Activity of the markers has been evaluated in: 39 BPH, 28 prostate cancer (PCa) and 10 castration resistant PCa (CRPCa) tissues. Possible association of intensity of the expression with the disease clinical parameters has been assessed. Activity of MDM2 was higher in PCa and CRPCa as compared with BPH. This difference has been detected in epithelial and vascular prostatic cells. Epithelial activity of Bcl-2 was significantly lower in BPH as compared with PCa and CRPCa. Conversely, intensity of pro-apoptotic protein Bax was significantly higher in PBH than in PCa and CRPCa. The Bax activity in acinar and ductal cells of BPH was positively correlated with age. Intensity of Bcl-2 was significantly increasing, while activity of Bax was decreasing with increasing prostate volume. Significant correlation has been detected with the markers' activity and residual urine. In particular, MDM2 activity was increasing while epithelial activity of Bax was decreasing with increasing residual urine. Serum PSA level was positively correlated with MDM2 and negatively correlated with Bax activity. p27(Kip1) cell cycle inhibitor was positively correlated with Bax but negatively correlated with Bcl-2 activities. Proliferation marker Ki67 was positively correlated with MDM2 and Bcl-2. With increasing Ki67, Bax activity was significantly decreasing. Cyclin D3 was positively correlated with Bax. This pilot study has shown importance of apoptosis markers in BPH and PCa. It is the first study showing complex interrelation between apoptosis and cell cycle regulating proteins in BPH and PCa.